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mm* 

im&m i ] & ( i ) 



H R 1 




( 1 ) 



^mijfrtf^wixTssMtts titers, jm. ^j^ymmxum^nx^x^ 
tix r % «fc v^jkr i ~ 4 ®tt7^* > ^. >mx* ;i/jJn— ;Mfc $ nfr T 

r 2 «tk^ nM2tix^x : b£^mmmi~4<Di&MTj\s*j\/m. /wfy 

4<5D{£MJt&mT*TS/;Hfc$tl^T^ /S, jjfr#>m&XmMZnX^X3b£ 



ffiSI#¥ 1 1-308 




^tiT^Tfc J: VERSUS 1 ~4 ©^^T;i/# ^^^T^Wl'* — 

mAi$'<>i£ym<Dm^ r 1 ^r 2 »^<Dg^£^>iz>^£:--*&K&o 
[»^2] mm^ (i) ic^vnt. r 1 tfr^sm. ^^ymmx-u 

[»*E3] fulfil (l) izis^T. R 2 i$li)]s#>Wt&T*2bZ>m&%ii 

[«^4] »^i~3 <DVN-rti^i ^ tc is*© y y ym^ft&tc 
m&m 5 ] it ^ i~3 <d vN-rti^ i ^cicfa*©*-*-^*; >s§##£ £ 

tt^ <Z>^S#i& ictt ^ $ ti 3 % £ ^$&J&£ £ -T £ 3f v - ■£ B&WMo 
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[0 0 0 1] 

» * v - 1? mmm& & m -r s * -r \r u y itism & £ zf t amm^ 

[0 0 0 2] 

^-mtmfLmmzjs^T. 0kmi$.m^<Di-Dti^x^mizm<mt>-ox^ 

t&tlZJti < IT V*<5 (Mast Cell Proteases in Immunology and Biology; Cau 
ghey, G. H., Ed; Marcel Dekker, Inc.: New York, 1995) . M hCDMCte^^ 
BgS. TlsJ\s*r-&&.m£ite£<D7\s)l*r-&]&B. W}Mmit (Kaartinen et a 
1, Circulation, 1994, 90, 1669) „ foWSWiM (Kovanen et al, Circulation, 
1995, 92, 1084) sfe if©«SII»*«im, WMRV a- V^^Cfc^Tifflirr 5 Z. 
£#&f«b*lTV^ (Gotis-Graham et al, Arthritis Rheum., 1997, 40, 479) „ 

ao et al, Lancet, 1996, 348, 581) „ H b 3f V-if &7 > P^-^y is>^.W& 

mummzr yv-x^-yi/yi (Ang i ) t^^^mmzryv^ytyyu (An 

g in zm&?z>o Ang nttjfeffiiMp, mmmffi&£z$'bshm&mmzi$\^x¥- 
mmmm^om^ mm. mm*-* b v * x<D*a&& ^mmom^nmmiz 

$S<Ba^LT^£ (»2&gtf ; W#ifc • «&R*S?5k 1996, 3(6), 535 ) . h 3f 
V--tf&Ang II©jg£lCj&D*.T, ^(D:7n^7-i£?£ttlC*^<aT©<fce>fc# 
ffitf&^Cl^tf^^nTV^,, 1) mteft-* b V ? 7s<D&ffi(Vartio et al, J 
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4f 3£ 10 — 235633 



. Biol. Chem., 1981, _256, 471), n^-^-iftf^ttffcCKovanen et al, J. 
Biol. Chem., 1994, 269^ 18134) £ £tf 37-^>©£J&#m(Kofford et al 
, J. Biol. Chem., 1997, 272^ 7127) 0 2 ) ifc^-tM h*-f XDMM. ft&it 
. f^.H TGF /3 1 ©jffflJB&^V h U *Xfre>©^U ffib (Taipale et al , J. B 
iol. Chem., 1995, 270, 4689 ) -^IL-1 0 (Dffi&lt (Mizutani et al, J. Exp. M 
ed., 1991, 174, 821)„ 3) MC©#ft^m& 61 £jie^3$0J^M0^- (SCF 
) (Dffi&itiLongley et al, Pro. Nat. Acad. Sci., 1997, 94, 9017) „ £ fc, 
=?V bMC3rV-i?fcJ:MC(Z>IgE &MW&tt\%i&Z- U t:X#^>^ 

<Dj@£M£ie£^glL£*K iS^SU^e (LDL ) <DTtfm& SrSPMlTK^fc? L 

£l#$3Ifb*l/T V>-5 (Mast Cell Proteases in Immunology and Biology; Caughey 
, G. H. , Ed; Marcel Dekker, Inc.: New York, 1995) „ 
[0 0 0 3] 

— ^^-^^-^MWMitm^^m (Protease Inhibitors; Barrett et. 
al., Eds; Elssevier Science B. V.: Amsterdam, 1986 ) T?m£t\>T^2>o 

*j£, v^-vo^zf?- F&mmfflt it, a-Thmmmfa (wo9 

3-25574 #4^, Proc. Natl. Acad. Sci. USA, 1995, 92, 6738) , a, a—V 

7K*u- e hmmmft (#n§¥9-i2469i-§§-^#) , I-?* Fmmmmt v 

T, b U 7 )V*U hyM^fc (W0 96-33974 -if^fg, #fH¥lO-53579# 

gfcff) , a, o-2;7^*n-/B-^rh»»»fr (#^io-7661 ^^«) , #N 
/^^KMW&I^bT-f ^ £VU (J- Med. Chem., 1997,40, 

2156) , *c-)-)/Vynm>fo (W0 97-11941 #&#) , 7 aa 7 -/bX^T-^SSaMfc 
(#H§¥l0-87567-5§-<k?g) L^Lfc#e>. BSSSi: LTm§tf;£;!xfcM 

[0 0 0 4] 

[nudism l «fc e> £ -r s^®] 
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[0 0 0 5] 

& r £ & b m H -t Z> . 

[0 0 0 6] 

mm * %> t=. & <o^m 

[0 0 0 7] 




( 1 ) 



miiE#¥ 11-3085273 



<m 



#5£ 10 — 235633 



^mmfifrtfym-vTisfritzntcT $ * jitfymmxnmztix^xib 

n x v > x t> £ v * mm®. 1 ~ 4 <d$mt jv -ft y x jv * > @?r* x ;i/ * — Mfc £ *i r 

e fcV^|gffcl~4GD<&>iR7;i'3f;i/7^ ;l> ggl£*lT^Tt><i:V^^iffc7~ 1 

0 (Dfemr ;vr Jjji'tfymmxm&z tix v^T <t v^^ffc 1 ~ 

4©{gOTffi&^T*T^;wt:$ti.feT^ *uv#ymmxmmztix^x*>£ 
\^^mizfr-&y&xTyMkZftt~T^ sm. iu^ym^xm^nx^x 
^li^^u^mijfrtfymxTyMkznfcTs. ;i, %fr#ymmxmm 
^tix^x%^^^mwi^4:<Di&mr^y^^yWkx^)v^-Mt^nf=i 

mX*Wi& £ tlT <^ T *> J: y^^r ^ 2? > 3g £ L T V \ T & <fc < , 

-&mm*> b < » u a - i-r^mm* »r > -x- > $/ > 1 ijg£© j*#«3iic 
Emu *»w&^*bfe. 
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[0 0 0 8] 
[0 0 0 9] 

mm^^ymxriy^t^tit^r^jm^^^^ywt^wim^nx^x 
;l, /<>y-f;i/T^/«. t7W;i/7^;i, try s»:&/]/jK-;i/7S y£ 

>^;i/*-;i/75;l, x# >x;i/*-;i/7 ^ y 7°nA e >^^*-;i/7 5; 
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, * /i/ d? * 2/ 'Oi? /by 5 ;i, *;i/t^^t7$ i^>7;i/*-;i/7 

[0 0 10] 

r 2 *e^$tlSMm$tlTv^T% t ^:v^^i!^l'-4<7){£mT;^^r;^S©^e : * h 

il©y/i/*;i>^ fcj:^ vzfu tr/i/g, sec-^;i/*, asitf t -^/u 
isistcD^tto'T/i/^r/i/S^fti^s^ mmm i ~4 ©<s«y/i/*/i/£©«&a£<z> 

:fc/bjtf^x^/]/y^ya£*#«jSS*lS. R 2 tiS^SAD^VSf©^* 

. n-^ntf/i/tf- £j:tfn->r b^s/as^oitiftcDy/i/^/ba-^S'Sfc 

<fctf, >fy^n^**S/S, sec-^h^i/i, t-^h^r^S^©^© 
T^^rA^-^i/^^M^^tl^o R 2 T*^3*l£g&£nT^T : fc<fcV^fgj& 1 

T'^$tlSgil$tlTVNT : bJ:V^^tSc7~l 2 ©<S3RT9^/#^/T $ 

£ UV*#9fc LTtt, 'OS? /by 3 7i*f^/75;l> 7x^;i/^Dtf;i/ 
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10-235633 



[0 0 1 1] 

y m x* r VMt 3 *x T ^ y ^ J: tf* > m&xw& 3 tiT v \ X t> J: v ^ ^ 

-;i/7$ 7 ^ x*>*;i/*zi;i/y ^ yn/^^^-;i/7^;l, 
. :fc;i//ff3f ;i> *;v^i/^n rtyx}Vft—)V7$ J 

[0 0 12] 

*A3^'<>i?>atCD»-&»c, R 1 £R 2 #*©Mli-S^>1?>3lti:-ttK:fc 



ffifE#¥ 11-3085273 



4f 5p. 10 — 235633 




[0 0 13] 

XT?j3*3ft5#*» i~4 ©<B«y/i/3f ^MS©#* bv>#ii: tttt, **-/i/iS 
x'^/Hk n -^nvf;i/»i3«kt>*n-^;i/«#^*^cDT;i/^r;i/S, 

[0 0 14] 
[0 0 15] 

(i) T*mtsnz>*r±\rv ymmmt. anz^^mm 

(A) (B) C^ot^tSril^^S. 

[0016] 
(A) 
5* (2) 
[0 0 17] 



[ft 3] 




(2) 



ffilE^ 5 ! 2 11-3085273 



m • 

10-235633 

5t(3) 
[0 0 18] 
[ft 4] 




C OzH 



«#B§^6 - 1 9 9 8 3 9#&#lCSB«3*lTV**:#ffi&^TSji£S1tT 
55 (4) ■ 
[0 0 19] 



[ft 5] . 

R« 




( 4 ) 



COiH 



[0 0 2 0] 

^SJfSlCjgV^jS (2) T»3fcS;n<&ft'&«£ rfJflfc, *feli^©> & 

fffo 2 6 9 i 4 i-%wMmizmM(D&!&mz&*), ^ts^;i/*>7$ km* 

^ 4 -ru^^-^S/^j^yKn^^^^^Oif^^^^-;!/^ VisY%- 



ffiSE#¥ 11-3085273 



0 




^f5pi 0 — 235633 




K 4 - 71 




[0 0 2 1] 

&&vm^&(Z);&&T?^j&T*££fc<a£Mv^;r #9*. at, yy 

—JVM. 4-^nnr>h7-;i/E 4 H3f S/r> h^— /Hk 5-^nn 

[0 0 2 2] 

[0 0 2 3] 
(B) 
3$ (5) 
[00 24] 



"[ft 6] 




(5) 



(5£#R 



5* (6) 



[0 0 2 5] 
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[ft 7 ] 

H 

V COiR' 

lt 8 -^Tiftfi/^D (5, 4, 0) - 7-«»ft> (fiHTDBUtet) 
[0 0 2 6] 

^j&icjgv^^ (5) T'^stisft^iibT^ -mm. £fcte£t*tl©, & 
7^ F, 2 — 7^ M>f >7^>75 F% 3-7^>"< 

>-fef>>wi/7fc>7^ hN 4 -t^ yoif^/i/sfc^r^ F. (±) -2- (4 

^nn^>if>^;i/^>T^ F> 4-7^7-3, 5-^an^t*>^ 

F, 3 S/#;i/iff-;i/7$ ^ -4 -^^l/'Oif 

7 5 K> 4 - t -^h^r^^;i/^-;i/-3 -t Fa^£/^>-fe*>^;i^^>r^ F 

^;i/tJn>t^ F, 4 - t -^b^rt/^;i/iK-;i/-3 -t: Fa^^^vif^x;!/*; 

>T 5 ^ 3 - t to- 4 - t Fn^ri/'O-lf >^;i/3j>>T^ 

F, 3 -y-fe* ^ F-4 hdp^^>€>^;i/^>T^ FN 3- (3 / 
^;b3]>-;i/) 7i^7i"JM t-^fMXfJK 3-T^/"4-^h 



ffi$E#^ 11-3085273 



10 — 235633 




^>X^*>7$ h\ 3 - ?!j;i//K^rS/-4 -t Kn^ri/-2-t7^ i/>x;i/3^ 

KyUz/xfrfcyy $ K, (±) - 3 - 1 -^h=3ps/^;i/jK-;i/- 2 

1 H, 3H-^7 U>— 7— ^;i/7j\>T^ K, (±) -2- t -"/b^ri/^;i/^ 

3 - t^rV- 1 , 4 -^>^>*-:3f-9-^>- 6 -X;i/^>T ^ K^£ffl^<5 

[0 0 2 7] 

n-2 -n-7i; *;i/>}<- ;i/T> h^~;i^:n^;K 4 - ?na-2-N 
^^5^;k 4 h^>>-2-N-7i;^j/A;^-;vr> h 

, 4 -* b*i/- 2 -N-7aiy ;i/T> h^— 4- 

t: Kn=3p£/- 2 -n-7i; dpt/^;v^-;i/T> h^— 4 - 1 fo 

3f*/- 2-N-7xy=¥i/*;VJK~;i^T>h^— JlWtttfr* 4 Kn^fi/- 

2 - N - y x J * 2/^j;i/7ff— > h ^ ^ v^ 5 z: £ & 

o 

[0 0 2 8] 

5£ (5) "^m^n^it^t.^: (6) T*^t£*l£7> b^-;i^f§#tt££$§ 
1^7 i/ysg#flc/<>S?/l/:n;*^;i/l:#S£j£fei, 



ajffiE#¥ 1 1-3085273 




10 — 235633 



[0 0 2 9] 
[0 0 3 0] 

?A (0) ^0/\ o ^^AM^£fflV^Tt>;i£**T*££o 
[0 0 3 1] 

[0 0 3 2] 

v#T+#&¥^l8£zr;L£:o lott h3fV--fef h-fe;i/3f 7--fef© 

ISW^i: IT, Angii ©g£M^lcjgE^£4>Hi • #3t3l^i>3£S<Z>^R£ • 

, fej:tf7^^-ttii> if'Ja-vfOfi- ^mi:LT^ffiT^SZ: 

[0 0 3 3] 

^Mi-£tcte, *&W<Z>it<&mZ HI, *>L<tt2«JBJ£U:«:BB'&l/T, 



1 5 
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10 — 235633 




[0 0 3 4] 

o#©i*~2#©i*.&^^*itf .fcv*. £*i as 

[0 0 3 5] 
[0 0 3 6] 



z: *i e> © ic pgjg -? & % <d x ft & v n 3 £ e> * % & v \ 0 

[0 0 3 7] 

mmmi : 7-»DD-3 - (3 -t: FP^^if^*^*-^) -2, 4 ( 
1H, 3H) -jptV'J>^> Qffr^ftl) <£>-pfi% : 

(B ) JCfl&W 9 3 8mg (5. 4 2«ol).©3-fcFn*M>^>X 
F£4 0ml<D-r h7t FO 7 9>lC?8jgb, 8 9 2 ^1 (5. 96mm 
ol) ©1, 8-S?7fmn C5, 4, 0] -7-#:/-5*-fe> (JWTDBU £B& 
T) ^iTlfe. 5#«#PLfc«L 1. 6 6g (5. 4 2mmol 

) (Z)4-^aa-2-N -y* j3r*/1]Ji/tf— Ji7>b Jb&tia*."C 
T««IUfe. ft&*lfeI&J«*SS"J*^*5i»i'D7hy57^ - (0%~ 

5^#;-^fan^*» if»|ibTi. 23g (jr$5 9%) 



1 6 
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m m 
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&-J]/V \/Tifc-&mfc° »^T#£>*lfcl. 23g (3. 2mmol) (DX)Vfc~)\s 
V Vyfo-k 2 0 ml©* # y -/WCigjBU 1 0ml<Z)2N i^W.^ b l> 

»e>*lfeffi5fe«»& 5 OiKO^h^K KD75> (J^TTHF £B& 
t") IC*§?U MTt4 3 4ng (2. 6 8mmol) ©1, 1' - % A/tf—Jls*/ >( 
S#V-/l/ (J^TCDI fcl^r) fcitJ*.. 3 04M«#Lfe- fi/Sfc&M^^T 
*JRLT, 7k, ftfl&Alfcfc-eiifc^U ilMiv^^i/OAt^ibfct, ISIS 

: n-^\^-9->= 1:2) T'f|SlT2 3 0 mg (4X^2 0% : 211) <£>^0 
it&m*mt~. : *S6*S6, l»j&:>2001C , PMR (5p P m, DMSO- 

d 6 ) : 7.12(2H,s), 7.24(lH,d), 7.48(lH,t), 7.58(2H,s) , 7.85(lH,d), 10.28( 
lH,s), 11.63(lH,s). 
[0 0 3 8] 

^mM2 : 3- (2 -y ^ -7-?PP-2, 4 (1H 

, 3H) -*-}-yvy*?yt> «t&®2) (D^J& • 

2. 7g (15. 7mmol) ©2-T^ ^^<>-fe*>X;i/J}N>T$ Kil4. 8g ( 
15. 7mmol) 094— #□£!— 2— N — ~7^J ^ri/ jj }l/$s — )l>7 y b 5 —IVWi* 
f^fe^Sfll fc^(CbT3. 2g (JK$5 8%: 31g) ©gl^t?: 
fcfcotttt-.fc&ISfi, »j&:>2001C (#8?) , PMR ( 6 PP m, DMSO-dg) : 6. 
46(2H,s), 6.65(lH,t), 6.81(lH,d), 7.12(lH,s), 7.23(lH,d), 7.34(lH,t), 7. 
76(lH,d), 7.86(lH,d). 
[0 0 3 9] 

mmms •. 7-?pp-3- (2-*^-;i/^;i/fr-;i/y^ j ^yifyxjvfc-fr 

) -2, 4 (1H, 3H) -*1-*SVy*?*> 0ffr£4ft3) 

2 2mg(0. 0 6mmol) (Dit&tyaZ £ 2 0 0 fi 1 CDtf U $?>C*fl¥U 11. 
6/tl (0. 1 5mmol) ^ U7>f SffiT?— BfcJf 

*8u Ufa^TKT-^^ fc*«fc»^*$/tfA"T?f£«b, MlTffi^ 



ffiffi^F^ 1 1-3085273 



cm 



4$ 5p 10 — 23 5633 




3|i^J««j€:^x^^/X— r-^/^e»3KSftbT 1 6mg (0. 0 4mmol) © 

»J^:>200TC (#$0 , PMR ( 8 PP m, D 



), 8.34(lH,d), 11.70(lH,s). 
[004 0] 

mffiffl* : 3- (4 -TS 7 'Q-tfS/^/Uft — 71/) -7-gPP-2, 4 (1H 
, 3H) -^"JV>Vyt> 0ffr£<fe4) 

2. 7g (15. 7mmol) ©4 -T ^ J s<>l£y XfrtisfT $ R£ 4 . 8g ( 
1 5. 7mmol) ©4-^Dn-2-N - ,/ ^ ^ #;i/JK— /1/T > h ^— /I/Bfc* 
^■^e>H«S«l fcH«JCUT4. 3g (IR$7 8%: 3Xg) ©«»ffc£*«: 
#fc„ tt^:*lfe#ga, »^:>200TC (#8$) , PMR ( 8 PP m, DMSO-dg) : 2. 
33(3H,s), 6.93(lH,m), 7.13(lH,d), 7.23-7. 26 (3H,m) , 7.30(lH,s), 7.86(lH,d 
), 11.61(lH,s). 
[0 0 4 1] 

mmms •. 3- o-^^^^r^^^^/^oif^^.^^— ^) - 7 - ? □ a - 2 

, 4 (1H, 3H) -^-r^V ytyyj-y (flS*£%5) ©•£•*&: 

(A ) tCt£^, 1 0 0ml©&t?KTHF iC 3 . 2 7g (11. 6mmol) ©3 

1. 9 8g (11. 5mmol) ©4 n DT> h^— ;i/M^iD^.T^S*t?2 
£/&&£;fofcT*#£|JLT. 1. 87g(ll. 5mmol) ©CDI fcj&D 

2. 0g (i|»4 0%)©3- (3 -7'J;i/^^^3K- 71/ If >x 
/l/3fcn/I/) -7-*PP-2, 4 (1H, 3 H) -*^-y*U £ bfc. # 

e>tlfc±SBTU 1 0 0ml©=^-THF (1 : 9 ) m&mc&ffi IT 7 0 0 

mg© h y 7 ^-jifr* yjy *M*-t~o £j£«*«:a8fl& &Mn*« 

7 0 0mg(Dfh7^7. (hy7x-^7-f>) (0) £fl|J 

0^^>T'i5l}|btl. 47g (JR^8 1 %) (D&mk&tfoltnt-o : Mfe 



MSO-dg) : 3.61(3H,s), 7.10(lH,d), 7.20(lH,d), 7.74(lH,d), 7.82-7. 90(4H,m 



1 8 



1 1-3085273 



mo 

#5jZ 10 — 235633 

jgg, »j^:>200X: , PMR (Sppm, DMSO-dg) : 3.76(2H,s), 7.13(1 

H,s), 7.24(lH,d), 7.61-7.69(2H,m), 7.86(lH,d), 8.05(2H,s), 12.50(lH,br) . 
[0 0 4 2] 

mmM6:s- (4 - jjjvtf fr^y-gyx - 7 -tun- 2 

. 4 (1H, 3 H) -*-)-)/V2si?yty (it&%>6) ©^f%: 

1. 1 Og (3. 9 5mmol) (DA * >0"< > i? > * 

jVfc—JVjyi/T-}-— h ti 6 7 8mg (3. 9 5mmol) 04-^an7> h^— /I/ 
Hmm^lsT 6 5 7mg (iR^3 8%) <D3- (4 ~TV ft**r 
i/jjJVtf-fr^yey^frfc—lV) - 7-#BD-2, 4 (1H, 3H) -3f^ 
^/U>^^*>^^ l(D^5 3 8ig(l. 2 4 moI) A^I^SIC 3 4 2ng©^ 
jH-ffc^* (JR*7 0%) £#fc„ ttjfc : >2001C (#8?) , PM 

R (5ppn, DMSO-dg) : 3.75(2H,s), 7.13(lH,s), 7.23(lH,d), 7.61-7.69(2H,m 
), 7.86(lH,d), 8.05(2H,s), 12.07(2H,br) . 
[0 04 3] 

mmmi •. (±) -2- {4 - [ (7-^00-2. 4 (ih, 3h) 

y>-3->f;i/) ;H ^ (^4^7) 

1. 02g (3. 4 lmmol) <D (±) - 2 - (4 -75 J ^^-^7i-^/ 
)g&I8£l. 04g (3. 4 1 mmol) ©4 - ? D 13 - 2 -N - 7 m ^ 

-jiryh^—frWL*i-JVfrt>mMWi tmmizLxi. 4 6g /i/* 

l/yffc&fffc (t^84%) o $cV>T4. 3ml (8. 6mmol) CD 2 N *!Mfc-J- b 
U ?A£J8^T|l3*ailC:2j;i/3ff>g?l . 43g ill, 4 6 3 mg ( 2 . 8 6mmol)CD 
CDI £ffi^T9 7 0mg (JR*S7 1% : 211) © (±) -2 - {4- [ (7-* 

nn-2, 4 (ih, 3H) -^^/V >-3--f;i/) 
S e>ic#&*ife^^x^T-^/#* 5«l©^f OD^ *>tC»»L. 5ml©> 

£|»&'>*©^x^;i/X-^;bT*ift#b 8 2 OBg©«fflft-&*S:#fc OR* 9 
6%) . »JA:>200TC (#«¥) , PMR ( 5 PP m, DMSO-dg) : 

0.84(3H,t), 1.67-1.75(lH,m), 1.98-2. 05 (lH,m) , 3.62(lH,t), 7.11 (lH.s), 7. 
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24(lH,d), 7.61(2H,d), 7.86(lH,d) , 8. 13(2H,d) , 11.62(lH,s). 
[0 0 4 4] 

tii8 : 3- (3 -y^^-4 -^□a^>if>^;i/^— -i -9 uu- 
i. og (2. 9 3mmoi) ©3 -^Oi/;p^-^ri/^j;i/jK— ;i/T^ y -4 --^n 

n^>t*>^M>7$ Ktl. 1 8g (2. 9 3mmol) 0)4 -9 n 2 -N 

bTl. 4 3g (JR^7 8%) ©^^-^^l/Tft^ife. r©e>^»l. 3 8 
g (2. 2 Ommol) £ 5 Oml<£>THF iZffifflV* 2 0 OngC^^^A-^i (1 
0%) $:iDx., 7K^mTT*2^fmM#bfc 0 KJ&^£i2^-f bT*3j&LT^ 

i^£5 0 mltf)THF lC*§fl?U 2fc?frT 3 5 6mg (2. 2 Ommol) ©CDI H 
flgftll HmmzVT 5 6 Omg (JR^6 6% : 211) ©iS®ft-&^£*§fc„ 
: Hfe& : >2001C (#8?) , PMR (8 PP m, DMSO-dg) : 6.00(2H,s), 

7.12(lH,s), 7.26(2H,t), 7.48(lH,d), 7.66(lH,s) , 7.86(lH,d), 11.76(lH,br) 

[0 0 4 5] 

mmM9 : 3- (4-7^7-3, 5 - V 9 U □ ^<>if y^fy-fo- -7-? 
DD-2, 4 (1H, 3H) - 3^./ U > (ftS*^ 9 ) g)#^ ; 

1. 0 6g (4. 4 Ommol) ©4 J - 3, 5 - S? ^ a D KyMy7,)\yfo 
yy^^k.1. 34g (4. 4 Ommol) ©4-^nn-2-N -^aiy^p^*;!/ 
tf-JVTy b^-frmm-KfriomMMl Hm^LX 6 6 Omg (JW3 6% : 
■3Xg) 0#Bffc^»«:fcfc. tt*K:ftfifS6, »j& : >20<TC , PMR 

(5ppm, DMSO-dg) : 6.80(2H,s), 7.12(lH,s), 7.24(lH,d), 7.86(lH,d), 7.92 
(2H,s), 11.63(lH,br). 

[0 0 4 6] 

o : 3 - (3-7^7-4 - ^ ^jv^y-g ;v) - 7-? a a 

-2, 4 (1H, 3H) -3r-»-!/U yV*y (ftS-&% 1 0 ) : 

9 6 Omg (3. 0 Ommol) ©3 - ^;V:fr3f i/iJlbtf— frT ^ J — A- **? 



2 0 
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^K£l. 1 4g (3. 0 Ommol) ffi4~i'Dn-2-N 



LT 1 9 Omg (JR^l 7% : 3I§) ©«Btf;-&«&&»fc. : Mfe^BH. 1H 

j& : >200'C (#«?) , PMR (8ppm, DMSO-dg) : 2.12(3H,s), 5.47(2H,s), 7. 
12(lH,s), 7.16-7.25(3H,m), 7.38(lH,s), 7.85(lH,d), 11.58(lH,s). 
[0 0 4 7] 

mmmi l : 3 - [ (3-j?;i/^^^w^77-^) -7 

-?PP-2, 4 (1H, 3H) -^r-^^/U yV*y 1 D 

1. 62g (5. 6 5mmol) ©3 -t h^rt/^;i/5K— ;i/^^;i/T^ / ^> 
^>^;i/^>T^ Kil 1 . 73g (5. 6 5mmol) ©4 -?PP- 2 -N - 7 x 

j *c*si3)\si&— h^-jvmt^frfrbmt&wi nmm^vx 2 0 9m g (jr 

^9%: 411) ©*®ffc"&«&#fc. »j& : >20<TC (#«¥) 

PMR (8ppm, DMSO-dg) : 3.86(2H,s), 6.88(lH,s) , 7.12(lH,s), 7.24(1H, 
d), 7.30-7.38(3H,m), 7.86(lH,d), 11.61 (lH,br) . 
[0 0 4 8] 

mmmi 2:3 - (3 -T ^ 7 KyMy7,)\,-fo—)V) - 7-»DP-2, 4 (1 
H. 3H) -*-r*JVZ/S?*> Ut&%Sl2) <D&f&: 

3. 5g (12. 9mmol) <D3 - t -^h^riy^;i/^-;i/T^ 7 ^<>if>^^ 
3^>T^F^3. 9g (12. 8mmol) ©4 -^DD- 2 -N -7i;^ 4 >A^ 
#n;i/T>h^-^^^^*^H«6M7i:^lCLT2. 2g (K$4 9%: 

4X31) ©*SflS'6<»&#fc. tttt : »^:>200TC (#8?) , PMR 

(5ppm, DMSO-dg) : 5.72(2H,s), 6.87(lH,d), 7.12(lH,s), 7.23-7.27(2H,m) , 
7.33(lH,s), 7.86(lH,d), 11.61(lH,s). 
[0 04 9] 

$zmmi 3:2- [3 - (7 - ?PP-2. 4 (1H, 3H) -^-j-^U>^^ 
3 ) (Dttfo : 

10 0mg(0. 2 8mmol) <Dit&®3 1 2 & 5ml©THF tC*§$£U 1 0 Omg (1 
Ommol) ©^7Kn/\^^$:iDx.T 3 \%mtiamMffi>Lt=. 0 «BET»*l/ 



2 1 
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Xmbftfcffi&&^*^M^.fr-¥^ft^-'r> ]/ ^B*fc LX 1 20mg (IR 
$9 6%) ©^ffc<£H&f£#*: 0 ffi^:&l&*§JI, gfe^: 187-188 PMR ( 
8p P m, DMS0-d 6 ) : 2.54(2H,d), 2.59(2H,d), 7.12(lH,s), 7.24(lH,d), 7.59(1 
H,t), 7.80(lH,d), 7.86(lH,d), 7.96(lH,d), 8.41(lH,s), 10.40(lH,s), 11.63 
(lH,br), 12.10(lH,br). 
[0 0 5 0] 

mmmi4 : 3- (3- [ (7-^nn-2. 4 (ih, 3 h) 

1. 5 4g (5. 4 4mmol) <D 3 - (3-7 5;^*-^ 7x-;V7^U 

t i . 66g (5. 4 4 moI) ©4 -^nn-2-N 

-y *j frr^h?— nmm^hxe 9 8 

mg (jR$3 0% : 411) CDfffflft^SrWfc. tttt : *S^»S, »J& : >20<TC 
(#8?) . PMR (5ppm, DMSO-dg) : 6.65(lH,d), 7.12(lH,s), 7.25(lH,d), 

7.69(lH,d), 7.72(lH,t), 7.87(lH,d), 8.12(2H,q), 8.37(lH,s), 11.64(lH,s). 
[0 0 5 1] 

1 5 :4-CC7-jynP-2, 4 (1H, 3 H) -WJ>S?t>- 



1. Og (3. 6 6mmol) ©4-t -y h^>>^;V^~;V-3-t: Kn^ri/^ 
>1£>>U1//}n>7^ Kfc 1 . 1 2g (3. 6 6mmol) ©4 -9 UU- 2 -N -"7 
x;^^^-il/7>h7-;i/i^f^^^7il^bt3 7 Omg ( 

Jfcsf§2 5%: 4X1) ©SIBflS'&tt&fcfc. »^ : >200X3 (# 

j») , PMR (Sppm, DMSO-dg) : 7.13(lH,s), 7.26(lH,d), 7.69(lH,d) , 7.87 
(lH,d), 8.01 (lH,d), 11.67(lH,s). 
[0 0 5 2] 

mmmi 6 : 4- r a-tuu-z. 4 ci h. sh) - *+vv>v*y- 

5 Omg (0. 1 3mmol) (Dit&m 1 5 1 ml<DTHF ICjg&iS IT 126/tl© 



ffi§E#¥ 1 1-3085273 



ijf 5£ 10 — 235633 



tco 14^ : W^^^TX, PMR (8ppm, CDgOD) : 7.11(lH,s), 7.19(1H, 
d), 7.58(lH,d), 7.63(lH,s), 7.92(lH,d), 8.03(lH,d). 
[0 0 5 3] 

mmmi ?:4- r (7-^pd-2, 4 (ih. 3H) -*-f-vvyy*y- 

2. 84g (6. 9 9mmol) ©3 -^>^;i/^^e/^;V^-;i/T^ / -4 -t 
->Tl>^>>^;V#n;i//<>if>^;i/^>T^ Kfc2. 6 7g (6. 9 9mmol) CD 

4-^na-2-N - 7 1 ; ^ i/*^tv-;i/r > h 7 ^^xxf;v^ 

ibmMMS£.mmiZLT6 9 Omg 0K^2 3%: 311) ©4 - [ (7-*DD 
-2, 4 (1H, 3H) -^v^U >^*>~3->f/b) /I'D '7> b9 

5 0 3mg (JR^8 4%) ©*WHt-&#>£»fc. 4£fK : «J& : >200 

*C (#8?) , PMR (8ppm, DMS0-d 6 ) : 7.14(lH,s), 7.18(lH,d), 7.25(lH,d) 
, 7.59(lH,s), 7.87(lH,d), 7.89(lH,d), 11.62(lfl,s). 

[0 0 5 4] 

mmmi & ; 4 - r (7-^00-2, 4 (i h. sh) -*+vv>&*y- 

5 Omg (0. 1 3mmol) (Dit&m 1 7 &ft 1 mlCOTHF ICfgligLT 1 2 6 a 1 © 
IN #WfcthU9A*«*tiTI/fc. *«#!&-ICfcofc£fcfc«fcabTS 

feo : HfeT^^^TX, PMR (Sppm, DMS0-d 6 ) :7. 11-7.22 (3H,m) , 7. 

37(lH,s), 7.83(lH,d), 7.91 (lH,d). 
[0 0 5 5] 



1. 50g (7. 0 3mmol) <D4 -7'jmM>t>^^-^ VV/ 
•}--h£l. 2g (7. 0 3mmol) CD 4 - * p n 7 > h7-«^»5 h 
HilCbTl. 5g (JR*5 3%) 0)3- (4-7'J^^>^^*- 




- 7-?nn-2, 4 



2 3 
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_ 7 -^n-2, 4 (ih, 3H) -3c+Wyp*y*mt~ B Z.(Do^> 

5 0 0mg (1. 2 7mmol) £ nW>Z. 4 0 5 mg<DmMit^ (Jfcs£9 0%) 
fe„ 4£4K : &-fe£fll, lfe^:>2001C , PMR (Sppm, DMSO-dg) : 6.98 

(2H,d), 7.11(lH,s), 7.23(lH,d), 7.85(lH,d), 8.00(2H,d), 11.25(lH,br) . 
[0 0 5 6] 

$1M2 0 : 4- f (2, 4 (1H, 3 H) -jr^/U 3 ->f/]/) * 

•Q-Vrfrm (rt^2 0) CP-£fiE : 
6 1 8mg (2. 2 6mmol) 094 -t - :f > 3* 3 - KP^f* 



-;i/T> b^^l/^^^l/^T^^^JSMl 7i:H^lCUTl OOmg (JR 
^6%: 4X5g) ©«Jfrffc<&4fc&#fc. tt*:«lfi«fi, »^ : >200TC (#8?) 

PMR (5ppm, DMSO-dg) : 7.13(lH,d) ,7.22(lH,t) ,7.63-7.69(3H,i») ,7.87(1 
H,d) ,8.01 (lH,d) ,11.57(lH,s) . 
[0 0 5 7] 

mMM2 l:5-[(7-?PP-2, 4 (1H. 3H) -3r^U 

3->r;i/) -»u^;i/Bft (ff^ft2i) 

3 2 Omg (1. 1 7mmol) 0>3-t - ^ h 3ri/JjJl#-ft- 4 - bl KD^r^ 
>-fe'>X;i/^>T^ Kil4 4 7 mg (1. 1 7mmol) ©4 - ? D P - 2 -N — 7x. 

1 1 4mg (JR^3 1% : 4Ig) ©*Hft^*&#fc. : »J& *• 

>200*C (#*g) , PMR (5ppm, DMS0-d g ) : 7.11(lH,s), 7.19(lH,d), 7.24(1 
H,d), 7.86(lH,d), 8.20(lH,d), 8.56(lH,s), 11.57(lH,s). 
[0 0 5 8] 

mmmz 2:3- (3-r-fe*^ K-4-* hz-tyo-vyx^*-*) -7 - 

frPP-2, 4 (1H , 3H ) -3r-»-vnj (Jb^#>2 2) (P^Efc ; 



5 0 Omg (2. 1 9mmol) (Z) 3 - T 1Z # ^ K~ 4 - * h 3f $/ 1? > * > 
T 5 Ft 8 3 6mg (2. 1 9mmol) tf)4-?PP-2-N - 7 J * 

)vyy h^-;ui?^>^;vx^^;i/^e>^M8 fcHfifctcur 2 5 omg (jr*s2 

7%: 3Ig) ©#»ft'&J»*:fcfc. tttt : *Sfe*Sfi, »^:>2001C , 



* K£ 6 1 3mg (2. 2 6mmol) 02 — N , — Zci/ftJViR 
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PMR (8ppm, DMSO-dg) : 2.12(3H,s), 3.95(3H,s), 7.12(lH,s), 7.23(lH,d) 



, 7.30(lH,d), 7.85(lH,d), 7.89(lH,d), 8.80(lH,s), 9.42(lH,s), 11.59(lH,b 

r). 
[0 0 5 9] 



D-2, 4 (1H , 3H) -3f*-l/U >»;a-> (I^j2 3) (D^ffr : 

4 0 Omg ( 1 . 4 Ommol) CD 3 - t b^y*;i/^-^7 ^ 7 - 4 - ^ >^r 



Lt 8 6mg (JiX^l 6% : 4 X5g) tf>€»ffc-£^£#fco 443* : ^&*£H, 16^ 
: >200TC (ftffi) , PMR (8ppm, DMSO-dg) : 3.81(3H,s), 7.26-7.37(5H,m) , 
7.77(lH,s), 7.90(lH,d), 7.94(lH,d), 11.73(lH,s). 
[0 0 6 0] 

Hfeffl2 4 : 7-^nn-3 - (4-* h 3r */- 3 - ;* ;i/T ^ J * 

> a /!/) -2, 4 (ih , 3H ) -^yyu>^> (ft^ft24) 

5 0 Omg ( 1 . 8 9mmol) CD4 h3f 3 - ;* fJlXJVfc— JV7 $ J 
if >>Wl/3ft:vy ^ K£ 7 2 2mg ( 1 . 8 9mmol) 04-^UD-2-N -7i; 

Omg (JRS|B7 1 % : 3IS) ©«Bfl:'&«€:»fc. tttf : 0M& : >200 

■*C , PMR (Sppm, DMSO-dg) : 3.04(3H,s) , 3.94(3H,s), 7.11(lH,s) 

, 7.23(lH,d), 7.34(lB,d), 7.86(lH,d), 7.99(lH,d), 8.10(lH,s). 
[0 0 6 1] 

mmM2 5 : 4 - [ (7-?PP-2, 4 ( 1 H, 3 H) -*rj-)/Vy*?*>- 
3->f;i/) -l-HKP^'>-2-t7fM Offr&ftj2 5) 

fife : 

3 2 3mg ( 1 . 0 Ommol) CO 3 -t - 7* h ^ 71/ - 4 - 1: KP^f ^~ 

1-7-7* ls>?sJl7fr>7 K£381ag(l. 0 Ommol) ©4-^Dn-2- 



ggjfeffj 23 : 3 - (3 -7^ J -4-* 




7ft— ;i/) - 7 - # a 




5'Ft 5 3 3«i(l. 4 Ommol) ©4-^DD~2-N — 



2 5 
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^lCbT5 6mg (JR^l 3%: 4Ii) ©SJ&ffc^ft&fcfc. tt^ : MfelgS, 
ife^:>200*C (#J») , PMR (8ppm, DMSO-dg) : 7.08(lH,s), 7.20(lH,d), 
7.63(lH,t), 7.77(lH,t), 7.84(lH,d), 8.42(lH,d), 8.51(lH,d), 8.75(lH,s), 
11.57(lH,s). 
[0 0 6 2] 

mmmz 6:5-[(7-»PP-2, 4 (1H, 3H) -^V^U - 

3->f;i/) y > v^—^m (ft^ft2 6) g>-&j£: 

8 3 4og (2. 0 5mmol) 0)4 S^** A/7 ^ / - 3 -t - 

^h^*;^— ;i/'<>1f>>Wl/Jfc>7^ Kil 7 8 3mg (2. 0 5mmol) 0)4- 

jKs#J 1 7t UPgllC IT4 0 4 mg (JR^ 5 0 % : 4 Ig) ©^MflS-^&^fco 14 
*K:**fe*§6, »J*:>200TC , PMR (8ppm, DMSO-dg) : 6.89(lH,d) 

, 7.11(lH,s), 7.23(lH,d), 7.85(lH,d), 7.98(lH,d), 8.51 (lH,s), 11.51 (lH,s 

)- 

[0063] 

mmmz 7 : 4 - [ (7-* b*ris-2, 4 (1H, 3 H) >V*y 

5 0 Omg (1. 2 3mmol) <D 3 -'O ^;P*3f J17 $ J-A-t - 

•fb^i/llfr-fc— JV^yHy^JV&yTS. K£4 6 Omg (1. 2 2mmol) ©4- 

HigMl 7i:m^lCUTl 5mg (iR^3. 1%: 4Ig) ©*fflffc-&4fc&*fc. 

: jte£*i£li, »jfe:>200TC (#«0 , PMR (8 ppm, DMSO-dg) : 3.82(3H, 
s), 6.58(lH,s), 6.80(lH,d), 7.16(lH,d), 7.56(lH,s), 7.80(lH,d), 7.90(1H, 
d), 11.49(lH,s). 
[0 0 6 4] 

mmM2 8 : (±)-7-[(7-gPP-2, 4 (1H, 3H) -#t!/'J> 
*?7tZ/-S-4JU) Kfr-fr — flA -2-^-^rV-lH, 3H-^p;'J>-3-jj 
(fr&to2 8) : 
4 0 Omg (1 . 2 3mmol) <D (±) - 3 - t - "f V *r 2/ #71/ 2 



1 1-3085273 



10-235633 



y-lH, 3H-*;'J>-7-7fl/*>T^Ki:4 6 8i6 (1. 2 3mmol)(£> 
4-^nn-2-N - *ci/j!3)Vtf— )IT> h7-/HI / <>^I^f^ 

f,^{fljl 7hl^atCbT2 5 8mg (JR^4 7% : 4Ig) <DW^mt^m^%t=. 
.. »j£:>200TC , PMR (8 PP m, DMSO-dg) : 3.23-3 

.31(2H,m), 3.59(lH,t), 7.07(lH,d), 7.12(lH,s), 7.25(lH,d), 7.86(lH,d), 7 
.96(lH,d), 7.98(lH,d), 10.84(lH,s), 11.60(lH,s). 
[0 0 6 5] 

mffiM2 9 : (±) - 6- [ (7-»PP-2, 4 (1H, 3H) -*-f-VV2/ 

3 ->f;i/) -a-a-^y—i, 4 -/oy*-3=-frs;>- 2 

3 0 Omg (0. 9 lmmol) <D (±) -2'-t - ~7 b *r frtf—JV- 3 -rfr^p 
V-l, 4-^5/t^^-6-^*>7$Fi:3 4 9ig (O. 9 1 mmol 

i v tmmzisT i o omg (jk^2 4% : 4ig) commit^m* 

m=. B tt^:*fe«ea, Hfc/Hi^OOTC (£» , PMR ( 8 ppm, DMSO-dg) : 5. 
47(lH,s), 7.11(lH,s), 7.24(lH,d), 7.29(lH,d), 7.76(lH,s), 7.78(lH,d), 7. 
86(lH,d), 11.25(lH,s), 11.62(lH,s). 
[0 0 6 6] 

til3 0: 4 - [ (7-bFP^'>-2, 4 (1H, 3H) -^l/'J>yt 

6 2 Omg (1. 5 3 mmol) ©3 - 'O PJl**r i/*^-^/7 5 ^ - 4 - t - 
^h=^^5tj;i/^— ;i/^>-^>^;H^>T^. Kil 5 5 Omg ( 1 . 5 lmmol) (D4 - 

t Kn^^- 2-n - ^acy ;i/T> b7-^i / Oi>'M^f;i/^ 

»J^:>200TC (#8?) , PMR (Sppm, DMSO-dg) : 6.48(lH,s) 
, 6.61(lH,d), 7.14(lH,d), 7.51(lH,s), 7.70(lH,d), 7.90(lH,d), 10.80(lH,s 
), 11.39(lH,s). 
[0 0 6 7] 

mmmz 1 ; 4 - [ (7-? dp- 2, 4 (ih, 3 h) -dpt>;u>yt>- 
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3-^)]y) — 2 — N -zfuif^r—jvyy h^-)im (fls^3l) 

8 4 0mg(l. 8 6mmol) (Dit&tyi 1 7 £ &m\(D 1 , 4 - V* > IC^^ b 
24 0ytil (2. 7 9mmol) omtzfU —fr^T ht=.%k. 60TCT*-lftfi 

ilitt4- [ (7-*PP-2, 4 (1H, 3H) 

^>-3--f>U/) ^;i/7j>^;i/] -2-n -^"Dbf^-— jvyyY^—frW. t-zf 
^;i/x*^;v©3K£f»i:L£o #e>*ifcJ|S£j»£3mi© h y :7;i/;tf-pff^# 

0 Omg (JiK^4 8% : 2Ig) CD^Sffc^fc^ko ftft : ^ 
■feSSH, Ifcj&:>2001C (#8?) , PMR (8 PP m, DMSO-dg) : 1.10(3H,t), 2.45 
(2H,dd), 7.11(lH,s), 7.24(lH,d), 7.85(lH,d), 7.88(lH,d), 8.17(lH,d), 9.1 
8(lH,s), 11.07(lH,s), 11.63(lH,s). 
[0 0 6 8] 

mffiM3 2 : 4 - [ (6-»Da-2, 4 (1H, 3 H) U > S?*"> - 

3-^r;i/) ^^n/l/] 7> h^— (-fb^3 2) 

3 0 0mg(0. 7 4mmol) (D 3 - i/fifytf— J17 ^ / - 4 - 1 - 

^h^ri/*;i/3K— >^;i/3J%>T^ Fil3 1 Omg (0. 8 lmmol) ©5- 

mmi 7 tmmiZVX7 5mg (JR^2 6% : 4Ig) tf>^j§ffcl^9&#fcc tt^ 
«[^:>200r: , PMR (5ppm, DMSO-dg) : 7.13-7.20(2H 

,m), 7.56(lH,s), 7.72(lH,d), 7.82(lH,s), 7.90(lH,d), 11.68(lH,s). 
[0 0 6 9] 

ggjfeffl3 3 : 4 - [ (7 -fr PP- 2, 4 (1H, 3 H) -»-^!/U yV*y- 

3->f;b) -2-n -^j?>^;i/^-;i/7>h7-;i/j (ffr£4&3 

3 ) (Q-pfifc : 

2 0 Omg (0. 4 4mmol) Oit^W 1 7^e>HJfeM3 £|SI£liCbT 8 lmg<£>4 

- [ (7-?pp-2, 4 (ih, 3H) -*tv^u yVity- 3 ->f;p) 
7}>-;i/] -2-N -*#>x;t/3ft— ;i/T>h^-;^ t -^^x^T-^/ife* 



ffil3E4t¥ 1 1-3085273 
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:n^m^Xm^(Dm-f^MtKft^n^\ 5 3mg (Jfc*f§2 5%: 2I§) 
<Dmmit&m*mt=. 0 &tfiiM&ffi£k, gfe^:>200r . PMR (5ppm, 

DMS0-d 6 ) : 3.24(3H,s), 7.11(lH,s), 7.25(lH,d), 7.85-7.91(2H,m) , 8.23(1H 
,d), 8.39(lH,s), 11.05(lH,br), 11.70(lH,s). 
[0 0 7 0] 

1 : *-?-l£m.Wffi&<DWfe 



M hvfrlii3F*7-ifte. %$mb<Djim (J. Biol. Chem., 1990, 265^ 22348) IC 

-rwmizwfeLfc. mmist-wmmmzo. iMby^-giiti (ph=7 

. 5), lMMlt-t-hVyj*. jS£X$0. 01%TritonX-10.0T»lS 
^mm^^OyXmm^WLt U Suc-Ala-Ala-Pro-Phe-M 
CA i^-f^f- ffllOmM^m^i/F (JSATDMS O ilRS"^") ^ 

^JBB£tC0. lMh'J^-M, lMSftth'^A, 0. 0 1%Tri 
t o nX-1 0 Ot'2 OMfiUlSi^tfe. 

5 n 1 ®^^|*^05DMSO^^IC3 0X;T*#iSb£:^iSi?§?&7 5 n 1 
3 OTCt'l OWH^a^-^aV^fe. -€-tf>^ • # 

-$/h >£fro£o 3 0 %f£$?5 0 /i 1 §:inx.TS^MJ^^^itb, 

^bfeAMCCZ)*$:m3 , fc^tf•$:ffiV^T^*Lit 0 H«rtCtt*fttt»K:ft*.T 5 

te©ft&3£*icjicffiu a&tciaw, 5 o%ia^a^ d c 50 ) £#ffiLfco 
#*8iii©*-*-vry «*t 100 /jM©igtt is 

[0 0 7 1] 
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[SHI J 



ICsoM ( # M) 



t >/•,(#) 



16 



0. 84 



>240 



18 



0. 14 



103 



22 



0.3 



104 



29 



1.7 



>240 



[0 0 7 2] 

WisterMtt7>)h (ftl2 0 0-2 2 0g , H*f 

£ PBS (Phosphate Buffered Saline)T?100 jg##*b 100 ^1 ( 2 0 mU 

;lU&pH7. 5, 3 CCT'S u c-Al a— Al a — P r o-Phe-MCA 
fr*> i&miZ lnmolCDAMC$:^J^-rS^4) &£ft&£*U ^©tt^tCO. 
5% (w/ v) E v a n s B 1 u eJgttfe&flMiU 3 O^fttl 

Ufc1fi*©&*S:«yfljty. -tfltClN KOH**l. OmlfcgsflnU 3 7XJ 
T'-WfilL *<Z>lfe, T-feh>-0. 6N«J>i (13 : 5) 4 ml £ 

fc6**aaj£©fc«>©*fcftl»fci:, 9y MfflJ-RWJci o, 2 0, 3 0, 4 0, 
J: 5 0 /ig «fce>iCE v a n s B 1 u e»«&&»U tfrafc©#8n?6 

i&ifliltMbfe. H#lCfc h=*V-1fa^£*lTVv&V%|ii|C^0^?£l 

foW-QmteWl 8<Z>-ffc-£4fe& 1 0mg/kg?:iiP^l> -t©30#l|K:#|£jg 
^SliliCth^V-f^lOO/!! (2 OmU ) £p»g&ttU m^lC^ffi 
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) ] X 1 0 0 
[0 0 7 3] 

H fjfiiil: 5 0 mMU >lt h U ( P H=7. 2) T*2^C#mb 

T^ffiifilSim^ U &&fsm& 1 mMiS^ODM S omWLH bfc c 

2 /it 1 ©fit^DM S Ommz 3 7 iCTftS L£±|S 2 fg#fUM?£ 19 8 
1 fcAnxTif^U 3 7iCT*>f >^rrL/<-^3 >b£o 0. 5, 15#^lC$E 

• ifiiiiM-a-MicT-fe h- h u;i/8 o o ^ i zm&LTmm& u »4>t*f^ 

(1 2 0 0 0 rpm, 1 #H) iC J: U ^fe±f 2 bt H P L C 

jfajgfr e> ©mitx^tt^M^^© dm s 0***3*7?©**** & * t ic#j§ 

IfflCDIBJlJtfS&fWLTftJSU Jlil**^«W (t 1/2 ) tt#l$ra©iaJB«S.J:»J*t» 
lilM$:lToTiailfc 0 f5*tt&ft-&ft©Jto*l#¥i*JB (t 1/2 ) &^HC^ 

-r. 

[0 0 7 4] 

10 0. 0g ©ft^UMit;i/n-X2 2. 5g J3<fctK^7^TU >iv 

Sr^f-rS, fit9ai», fi*2 5 Omgtf)^£!l$:§gSib£: = 
[0 0 7 5] 



3 1 
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3 Og (Dit&yal £?L*i2 6 5s fei^fT'J^^S/^ASg H <k < 

<D&.ifrte i o %i^&#fe. 

[0 0 7 6] 

ft^UiSl2. 5mg/ml ICfcS <fc 3 iCflDxT, tCSWD'U fc^T'ZLtl 
&W.mm : fflH&MlZ2ml-f-D&AL. #£PLT, 1#J*2 5mg<ZHfc-&^l 

[0 0 7 7] 

PTCAttfT*©Jlii*lS*^ *JR*itt*H» A 
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